Background: Numerous studies have been carried out on assessing the prevalence of intestinal parasites infections (IPIs) amongpreschool and school-age children in Ethiopia, but there is lack of study systematically gathered and analyzedinformation for policymakers. Therefore, the aim of this systematic review and meta-analysis was to provide a summary on prevalence, geographical distribution and trends of IPIs among preschool and school-age childrenin Ethiopia. Methods: The search were carried out in Medline via PubMed, Scopus, Science Direct, Web of Science, and Google Scholar from 1996to July2019 for studies describing prevalence of IPIs among preschooland school-age children. We conducted meta-regression to understand the trends and the source of heterogeneity and pooled the prevalence using 'metaprop' command using STATA software version 14.
Background
Parasitic infections caused by intestinal helminths and protozoan are among the most prevalent infections in developing countries carrying high burden of morbidity and mortality in these areas [1] . Specifically, economically disadvantaged children living in tropical and subtropical regionswith a limited or no access to safe drinking water, inadequate sanitation, and substandard housing are the most affected ones [2] . Epidemiological evidence suggests that an estimated over one billion people in the world, majorly children were infected with intestinal parasites caused by helminths and protozoa [3] . Majority of the infections were due to Ascaris lumbricoides, hookworm, and Trichuris trichiura [4, 5] . More than 267 million preschool-age children and 568 million school-age children live in areas where these parasites are intensively transmitted [6] . Cryptosporidium species, Entamoeba histolytica and Giardia duodenalis were the most common protozoan infections in children under 5 years in sub-Saharan Africa [7] .
The regional distribution and prevalence differences of IPIs among children are mainly due to differences in degree of fecal contamination of water and food, climatic, environmental and socio-culture [8] [9] [10] . The prevalence among under-five, preschool and school children were reported as 17.7% in Riyadh, Saudi Arabia [11] , 52.8% in an urban slum of Karachi, Pakistan [12] , 19 .6% in Zambia [13] and 30% in Khartoum, Sudan [13] . In Ethiopia, prevalence varies across the regions in the country. For instance, the prevalence was 85.1% in Wondo Genet (Southern region) [14] , 48 .1% in Aynalem village (Tigray region) [15] , 17.4% in Debre Birhan (Amhara region) [16] , 26 .6% in Hawassa (Southern region) [17] , 24 .3% in Wonji Shoa Sugar Estate (Oromia region) [18] , 18 .7% in Woreta (Amhara region) [19] , 25 .6% in Dembiya (Amhara region) [20] and 41.1% in Jimma town (Oromia region) [21] .
School-agechildren are the most affected ones due to their habits of playing or handling of infested soils, eating with soiled hands, unhygienic toilet practices, drinking and eating of contaminated water and food [22] . Intestinal parasite infections lead to malnutrition, malabsorption, anemia, intestinal obstruction, mental and physical growth retardation, diarrhea, impaired work capacity, and reduced growth rate constituting important health and social problems [10, 18, 23, 24] .
Numerous epidemiological studies have been performed on assessing the prevalence of IPIs among children in Ethiopia, but there is lack of systematically gathered and analyzed information for policymakers. Therefore, the aim of this systematic and meta-analysis was to provide a summary on prevalence, geographical distribution and trends of IPIs among preschool and school-age children in Ethiopia.
Methods

Search strategy and data extraction
The search were carried out in Medline via PubMed, Scopus, Science Direct, Web of Science and Google Scholar using searching terms intestinal parasite infection" OR "helminths" OR "protozoa" AND "Ethiopia". Searching was carried out on articles published from 1997 to March,2019 and limited human studieswith language restriction to English. A manual search for additional relevant studies using references from retrieved articles and related systematic reviews was also performed to identify original articles we might have missed. Conference abstracts and unpublished studies were excluded. We did our analyses according to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) statement [25] .
Participants, inclusion and exclusion criteria
Two authors independently (LCH&DE) assessed the inclusion criteria and disagreement was solved by discussion with the third author (ZM). We included the studies if they met the following criteria: the study design was an observational study (prospective cohort, case-control, retrospective cohort, or cross-sectional) or controlled clinical trial which documented the baseline prevalence or incidence of IPIs. We included all studies reported the rateor proportion of IPIs in preschool and/or school-age children or both. We excluded studies reporting case reports, case series, studies that compared the sensitivity and specificity of different methods used for diagnosis of intestinal parasites and studies not reported either prevalence or incidence of IPIs as outcome of interest. The terms preschool and school-age children were defined according to the original studies. Accordingly, preschool-age children were defined aschildren of age below 5 years while,school-agechildren were children of age 5 and above. Poly-parasitism was defined as concurrent infection with different species of intestinal parasites either helminths or protozoa.
Data extraction and quality assessment
The two authors (LCH and DE) defined protocol for data extraction and assessed them independently for eligibility and disagreements were resolved by discussion with the third author (ZM). We extracted information on name of the first author and year of publication, study design, population studied (preschool age children, school age children or both), gender, region & sites of study, Method (s) for identification of the parasites, total sample size and the number of the positives (percentage). The Grading of Recommendation Assessment, development and Evaluation (GRADE) approach was used to assess the overall quality of evidence [26] . Accordingly, studies were given one point each if theyhad probability sampling, larger sample sizes of more than 200, and repeated detection and up to four points could be assignedto each study. Publications with a total score of 3-4 points were considered as high quality, whereas 2 points represented moderate quality and scores of 0-1 represented low quality.
Statistical analysis
We used forest plots to estimate pooled effect size and effect of each study with their confidence interval (CI) to provide a visual summary of the data. A random-effects model was used in this meta-analysis because of anticipated heterogeneity. All reported P values were 2-sided and were statistical significant if P < 0.05. Statistical heterogeneity among studies was expressed as the P value 
Results
Literature searches and selection
We identified systematically 1198 publications, of which 83 were eligible for inclusion in the final analyses. The details of our search strategy were depicted in Fig. 1 . Our initial search of electronic databases such as Medline via PubMed, Scopus, Science direct, Web of Sciences and Google scholar yielded 1195 articles and 3 articles manually from which 186 records remained after removing 1012 duplications. Up on screening the articles, 99 articles were further excluded; 90 were irrelevant because they were not specifically about preschool or school-age children, 6 studies were about sensitivity and specify of diagnosis of IPIs, 3 articles were review articles. Up on further access to the full texts of 87 articles, 4 were excluded for the following reasons; 2 were meta-analyses and 2 articles lacked outcome of interest. Finally, 83 published between 1997 and 2019 fulfilling the inclusion criteria were included in the analyses.
The sample size of the included studies ranged from 100 [27] to 15,455 [28] with a total number of 56,786 participants [14, 16, 17, 21, 24, . Most of the studies were reported from Amhara regional 33(40%) followed by Oromia region 21(25%). The rests were reported from South region 18(22%), Tigray region 9(11%), Benishangul-Gumuz region 1(1%) and Addis Ababa city 1(1%). With regard to the study design, majority of the studies were cross sectional in design (79 studies), 2 were controlled clinical trials, 2 were prospective follow up cohort studies and 1 was case-control. Sixty six studies were about IPIs in school-age children, 13 were in preschool-age children (under-five) and 4 were studies involved both preschool and school-age children. According to our quality assessment criteria, 34 publications were of high quality with a score of 3, 12 had a score of 2 indicating moderate quality and the remaining 37 were of low quality with a score of zero or one [ Table 1 ]. Prevalence estimate and heterogeneity analysis.
A total of 27,354 of the 56,786 children examined during the period under review were infected with one or more species of intestinal parasites yielding an overall prevalence of (n = 27,354) 48%(95%CI: 42 to 53%) with substantial heterogeneity (I 2 = 99.50%, regression coefficient: -0.23, 95% CI: − 0.38 to − 0.09, p = 0.002, Fig. 2) . A range of parasites were detected in the studies including Ascaris lumbricoides, Hookworm, Trichuris trichuria, Strongyloides stercoralis, Enterobius vermicularis, Schistosoma mansoni, Hymenolepsis nana, Taenia species, Giardia lamblia/intestinalis/duodenalis, Entamoeba histolytica/dispar and Cryptosporidium species. Subgroup analysis showed that the prevalence of IPIs was 56% (95%CI: 39 to 73%) in Southern region, 51%(95%CI: 43 to 58%) in Amhara region, 40% (95%CI: 31 to 50%) in Oromia region, and 41%(95%CI: 28 to 54%) in Tigray Figs. 3 and 4 . The age related prevalence was 52% (95%CI: 46 to 58%,) in school-age children and 30% (95%CI: 18 to 34%) preschool-age children (p = 0.002) as shown in Fig. 5 .
The pooled prevalence of IPIs in year 1997-2002, 2003-2008, 2009-2014 and > 2014 was 71% (95% CI: 57 to 86%), 42% (95% CI: 27 to 56%), 48% (95% CI: 40 to 56%) and 42% (95% CI: 34 to 49%), respectively [ Fig. 6 ]. We did meta-regression analyses to search for the sources of heterogeneity. We detected no significance difference in geographical distribution (regression coefficient: 0.025, 95% CI: − 0.11 to 0. 06, p = 0.56) as shown Fig. 7a .The results of the analyses showed that age (regression coefficient: 0.38, 95% CI: 0.15 to 0.60, p = 0.002, Fig. 7b ) and year of publication (regression coefficient: -0.17, 95% CI: − 0.32 to − 0.025, p = 0.023, Fig. 7c ) might be sources of heterogeneity,
Prevalence of IPIs by area of residence, gender and polyparasitism status
Thirteen studies (N = 12,356) reported the proportion of IPIs based on residence area. The pooled prevalence of overall IPI was not significantly differ between rural and urban areas; rural 22 95% CI: 10 to 30%, Additional file 1) and urban 23% (95% CI: 14 to 32%, Additional file 2). Forty two studies (N = 36,218) had separate data on the prevalence of IPIs for males and females. The pooled prevalence formales was 24% (95%: CI 20 to 28%, Additional file 3) while, it was 22% (95% CI: 18 to 25%, Additional file 4) for females. Poly-parasitism was observed in 16% (95% CI: 13 to 19%, Additional file 5) of children and 36% (95% CI: 30 to 41%, Additional file 6) of children were infected with a single species of parasite. 
Discussion
The pooled prevalence of IPIs in preschool and schoolage Ethiopian children was 48%(95%CI: 42 to 53%). The prevalence is higher in Southern (56%) and Amhara regions (51%).We observed a significant decrease in the prevalence of IPIs among children in Ethiopia over the last two decades (22 years). The burden of infection was higher among school-age children compared to preschool-age children (52% vs.30%, p = 0.002), however, it was similar in males and females as well as in urban and rural inhabitants. Poly-parasitism was observed in 16% of preschool and school-age children while, single infection was documented in 36% of the children participated in the study.
The overall pooled prevalence estimate (48%) observed in the present systematic review and meta-analysis is similar to the study from Nigeria (54.8%) [106] , Rwanda (50.5%) [107] , Afghanistan(47.6%) [108] ,Syria (42.5%) [109] and in Palestine (40.5%) [110] . However, the finding of this systematic review and meta-analysis is higher than that of Cameron(24.1%) [111] , Rwanda (25.4%) [112] , Iran (38%) [113] , Turkey(31.7-37.2%) [114] and Egypt (26.5%) [115] . The difference might be attributed to socio-economic status, poor hygiene and sanitary facilities, weather, climate and environmental factors. For example, a study in Ethiopia showed that Ascaris lumbricoidesinfections were more common in children living in households with lower incomes (prevalence ratio = 6.68, 95% CI = 1.01-44.34) and that Giardia lamblia infections were more common in children living in households that used an unprotected water source (prevalence ratio = 1.95, 95% CI = 0.96-3.99) [32] . In addition, most Ethiopian communities have the habit of consuming uncooked meat, which mightincrease the risk of exposure to human helminths. Many of Ethiopian population where the studies conducted involved in irrigation activities for the cultivation of vegetables during the dry season. This irrigation canals create media for the reproduction of vector snails, which might be the cause of the appearance of endemicity of Trematodes infections in the area. It might also be attributed to the specificity and sensitivity of the diagnostic methods employed by the individual studies.
The meta-regression of prevalence of IPIs over time showedsignificant decreasing trends in each 6-years block by 17% (95% CI: 2.5 to 32%) and this declined prevalence was probably due to socioeconomic development, improvement in sanitation and large-scale deworming programs. Many studies from around the world have reported a significant decreasing trend in the prevalence of overall IPIs in recent years,such as the global burden of disease study [5] , study from Burkina Faso [116] , Nepal [117] , Brazil [118] and other from 43 Sub-Saharan [119] . Despite many initiatives and efforts to introduce mass deworming program and improvement in water quality and sanitation, IPIs are still prevalentand the decrease in trend is less than that of other countries (Ethiopia 42% in 2016-2019 vs. Nepal 20. 4% in 211-2015 and Brazil 23.8% in 2010-2011). This might be possibly due to insufficient financial supports in implementation of the strategies that have been known to reduce the infection such as access to safe water supply, personal hygiene and sanitation, deworming and public health awareness.. In addition, lack of political commitment, social and environmental factors might also contribute for the higher prevalence of IPIs in the country. Inadequate community involvement and ownership of control activities are also another possible reason.
The prevalence of IPIs in school-age children was (52%), which was significantly higher than in preschool-age children (30%). This is similar to the study by Jayarani 2014 [120] and Workneh 2014 [121] , but opposite to the study by Daryani 2017 [113] . School children carry the heaviest burden of the intestinal parasite associated morbidity due to their habits of playing or handling of contaminated soils, eating with soiled hands, unhygienic toilet practices, drinking and eating of contaminated water and food [22] compared to preschool-age children who usually cared by families. The current control efforts in Ethiopia usually target school-age children, but a significant proportion of preschool-agechildren (30% in this study) were also infected and can be source for the re-infection of treated school-age children. Therefore, it worthy revising the national control program based on regional and national prevalence which included preschool children and other population at risk.
In the present study, the prevalence of IPIs in females (22%) was similar to males (24%), which is similar to the study by Gelaw 2013 [45] , but in contrast to study by Daryani 2017 [113] in Iran. In Iran, report indicated that more females have (30.9%) have IPIs than males (16.5%). The difference might be due to cultural and behavioral difference between the two countries.
The distribution of IPIs in this study was relatively similar in both urban and rural areas. This might be due to absence of proper human waste disposal systems, the shortage of safe water supply, the social and poor environmental or personal hygiene in many unplanned urban areas in Ethiopia in addition to similarity of eating habit and life style of both urban and rural areas of the country. So far, reports from Africa and South Asia countries are conflicting. Some were reported higher infection rates of IPIs in rural areas compared to urban areas [122] [123] [124] [125] [126] and others reported higher rate of infections in urban children [127] . In fact, comparable data on IPIs in urban and rural settings are very limited. For instance, only 13 studies out of 83 studies included in this meta-analysis were reported prevalence of IPIs in both urban and rural areas and therefore, indicating more work to be done in the future to resolve this issue.
We estimated the geographical distribution and identified high risk areas that should be prioritized control interventions, which complement global efforts towards elimination of IPIs infections by 2020. In addition, this work also highlighted the need for survey in areas where data are not available such as Somalia region, Afar . The essence of current systematic review and meta-analysis of IPIs data analysis among preschool and school-age children in Ethiopian were to support the efforts undertaken to control and eliminate neglected tropical diseasesby nurturing or supplementing useful national epidemiological data. We hope that the findings of current study provide valuable information to the policymakers, National Health Bureau and other concerned bodies about national and regional distribution and their prevalence in Ethiopia preschool and school-children.
There are a few limitations of the present metaanalysis, which may affect the results. First of all, the review protocol is not registered which could be source of bias.. It is prudent to interpret the results of this study as 37(44.6%) of the included studies were low quality based on our quality assessment criteria. In all of studies included in this review, single stool sample examination were used despite multiple stool samples recommendation for standard diagnosis and therefore, possible underestimation of the prevalence. There is also substantial heterogeneity observed between the studies that affect the interpretation of the results. However, we did meta-regression analyses on various sources including geographical distribution, age category and year of publication. These might comefrom age category (P = 0.002) and year of publication (P = 0.023) but not from geographic distribution (p = 0.56).
Conclusion
Intestinal parasite infections are highly prevalent and well distributed across the regional states of Ethiopia. Southern and Amhara regional states carry the highest burden. Although school-age children have higher prevalence of IPIs compared to preschool-age children, the prevalence is still unacceptably higher among preschool-age children. We observed a gradual, but significant decrease in prevalence of IPIsamong preschool and school-agein Ethiopian in the last two decades with no significant difference between males and females. The prevalence in the most recent 6 years was around 42% compared to 71% in the late 1990s.Place of residence has no effect on the burden of IPIs among preschool and school-age in Ethiopian. Sixteen percent (16%) of preschool and school-age children had concurrent poly-parasitism infections.
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